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DETAILED ACTION 

Claim Rejections - 35 USC §112 

Claim 150 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. This claim is directed to treatment of "central aspects of 
chronic or acute pain" or treatment of "peripheral aspects of chronic or acute pain". No 
definition of these terms appears in the specification and they do not appear to be art- 
recognized terms. Therefore, the metes and bounds of this claim cannot be determined 
because it is unknown what conditions are encompassed by the terms "central aspects 
of chronic or acute pain" and "peripheral aspects of chronic or acute pain" and it is 
unknown what conditions are intended to be treated by this method. 

Claims 138-150 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a written description rejection. 

The claimed invention is directed to methods of treating pathological conditions 
characterized by involvement of the NK-1 receptor by administration of an antisense 
oligonucleotide that interferes with the function or production of NK-1 receptors. The 
instant claims are directed to use of an oligonucleotide in order to treat a genus of 
pathological conditions involving the NK-1 receptor. Pathological conditions 
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characterized by involvement of the NK-1 receptor are disclosed in the specification as 
including dermatological disorders, immune disorders, autoimmune disorders, 
cardiovascular disorders, neuropathic disorders, vascular disorders, gut inflammation, 
arthritis, airway disorders, psychiatric disorders, central nervous system disorders as 
well as pain and inflammation of any etiology so long as involvement of the NK-1 
receptor is present. 

The specification describes use of antisense oligonucleotides to the NK-1 
receptor to reduce pain in rats exposed to a painful stimulus. The description of a 
method of reducing pain does not provide description of methods for treating the 
numerous disorders recited in the specification. Using the generic term "immune 
disorders" as an example, the specification contemplates the disclosed method will be 
useful in treating immune disorders, but does not describe what immune disorders are 
characterized by involvenient of the NK-1 receptor and can be treated by the instantly 
claimed method. The prior art does not provide a description of what immune disorders 
can be treated by modulation of the NK-1 receptor pathway. Without such a disclosure, 
the skilled artisan would not be able to recognize whether a particular immune disorder 
involves the NK-1 receptor pathway. The prior art also teaches that the NK-1 receptor 
is widely expressed in the nervous, cardiovascular and respiratory systems and the 
gastrointestinal tract and is implicated in pain transmission, vasodilation and smooth 
muscle contraction. However, in view of the teachings of the specification and the prior 
art that inhibition of NK-1 receptor is ineffective at treating acute conditions as outlined 
in the following scope of enablement rejection, the skilled artisan would not be able to 
recognize what pathological conditions can be treated using SEQ ID NO: 41. 
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In order for the written description provision of 35 USC 112, first paragraph to be 
satisfied, applicant must convey with reasonable clarity to those skilled in the art that, as 
of the filing date sought, he or she was in possession of the invention. The invention is, 
for purposes of the 'written description' inquiry, whatever is now claimed. For example, 
MPEP2163 states in part, 

"An adequate written description of a chemical invention also requires a precise definition, such 
as by structure, formula, chemical name, or physical properties, and not merely a wish or plan for 
obtaining the chemical invention claimed. See, e.g., Univ. of Rochester v. G.D. Searle & Co., 358 F.3d 
916, 927, 69 USPQ2d 1886, 1894-95 (Fed. Cir. 2004) (The patent at issue claimed a method of 
selectively inhibiting PGHS-2 activity by administering a non-steroidal compound that selectively inhibits 
activity of the PGHS-2 gene product, however the patent did not disclose any compounds that can be 
used in the claimed methods. While there was a description of assays for screening compounds to 
identify those that inhibit the expression or activity of the PGHS-2 gene product, there was no disclosure 
of which peptides, polynucleotides, and small organic molecules selectively inhibit PGHS-2. The court 
held that "[wjithout such disclosure, the claimed methods cannot be said to have been described.")." 

The skilled artisan cannot envision the full genus of pathological conditions that 
can be treated by the instantly claimed method. Adequate written description requires 
more than a mere statement that it is part of the invention and reference to a potential 
method for isolating it. 



Claims 138-150 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for treatment of chronic pain or chronic inflammation 
by intravenous or intrathecal administration of an antisense oligonucleotide in order to 
interfere with production of the NK-1 receptor, does not reasonably provide enablement 
for treatment of all pathological conditions characterized by involvement of the NK-1 
receptor, nor does it provide enablement for interfering with function of NK-1 receptors. 
The specification does not enable any person skilled in the art to which it pertains, or 
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with which it is most nearly connected, to use the invention commensurate in scope with 
these claims. 

The following factors as enumerated In re Wands, 858 F.2d 731, 737, 8 USPQ2d 
1400, 1404 (Fed. Cir. 1988), are considered when making a determination that a 
disclosure is not enabling: the breadth of the claims, the nature of the invention, the 
state of the prior art, the level of ordinary skill in the art, the level of predictability in the 
art, the amount of direction provided by the inventor, the existence of working examples 
and the quantity of experimentation needed to make the invention based on the content 
of the disclosure. 

The claims are directed to methods of treating any pathological condition 
characterized by involvement of the NK-1 receptor using the oligonucleotide designated 
as SEQ ID NO: 41 to interfere with the function or production of NK-1 receptor. In 
specific embodiments the oligonucleotides include antisense or sense oligonucleotides 
or ribozymes and the oligonucleotide is administered intrathecally or intravenously. 

As described in the previous rejection, the specification contemplates a wide 
variety of conditions including dermatological, immune or autoimmune, cardiovascular, 
neuropathic or ainA/ay disorders as diseases treatable by the instantly claimed methods. 
The working examples of the specification describe intrathecal and intravenous 
administration of an antisense oligonucleotide designated as SEQ ID NO: 11 that is 
targeted to the NK-1 receptor and is administered to rats to reduce pain resulting from 
exposure to a painful mechanical or chemical stimulus. These examples are not ~ 
commensurate in scope with treatment of all pathological conditions characterized by 
involvement of the NK-1 receptor. 
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It is recognized by the skilled artisan that antisense oligonucleotides can affect 
receptor production by inhibiting expression of the gene for a receptor but do not have 
any effect on receptor function. Specifically, the prior art teaches (see Hua et al. 
Journal of Neurochemistry, of record) that use of antisense oligonucleotides to NK-1 
receptors to treat acute pain found only minor effects except during co-administration of 
the NK-1 receptor agonist substance P. Hua et al. speculate that NK-1 receptors 
normally turn over at a slow rate and interfering with NK-1 receptor production may 
have little short-term effect on receptor numbers. Also, the specification itself 
acknowledges this on page 8 and teaches that the instant invention is useful for treating 
chronic conditions where the NK-1 receptor is experiencing high turnover but that 
conditions where receptor are not stimulated are unaffected: 

"...the present inventors have found that oligonucleotides, and especially antisense 
oligonucleotides, can be used effectively to treat chronic conditions and other pathological states 
without the co-administration of substance P. In such pathological states, the activation of NK-1 
receptors is already high and turnover rates are commensurately rapid treatment with antisense 
oligonucleotides appears to reduce the number of activated receptors while not reducing the 
number of quiescent NK-1 receptors. Thus, the present invention targets NK-1 receptors that are 
active because of an existing condition to thereby ameliorate chronic pain and inflammation and 
disease conditions associated therewith. Receptors not chronically stimulated will be less 
affected, reducing side effects of treatment." 

Therefore both the disclosure of the specification and what is known in the art 
indicates the skilled artisan would recognize that use of antisense oligonucleotides does 
not interfere with the function of NK-1 receptors and would not be able to treat the full 
range of pathological conditions that involve the NK-1 receptor. Limiting the claims to 
treatment of chronic pain and inflammation by inhibiting production of NK-1 receptors 
with an antisense oligonucleotide would be remedial. 
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Response to arguments 

In the remarks filed January 3, 2007, applicants assert the new claims have been 
directed to subject matter (SEQ ID NO: 41) indicated by the examiner to be allowable. 
While it is correct that the recited sequence is free of the prior art, the scope of the new 
claims nevertheless encompasses undescribed and non-enabled embodiments as 
described in the preceding rejections. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Tracy Vivlemore whose telephone number is 571-272- 
2914. The examiner can normally be reached on Mon-Fri 8:45-5:15. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Schultz, can be reached on 571-272-0763. The central FAX Number 
is 571-273-8300. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance- 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
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been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 



also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 



Tracy Vivlemore 
Examiner 
Art Unit 1635 



TV 

March 12, 2007 




